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Effectiveness trials have played an 
increasingly prominent position in the 
evaluation of the comparative benefits 
or adverse events of various psychotro-
pic agents. Fleischhacker and Goodwin 
review results of several recent trials in 

psychiatry and discuss their pros and 
cons. They argue for the need for such 
effectiveness studies in late Phase III or 
post approval Phase IV of the drug devel-
opment cycle, but with some key caveats, 
emphasizing the need for incorporating 
key elements of traditional randomized 
clinical trials (RCT): randomization and 
concealment allocation. These would 
have strengthened many of the recent 
studies that have been wanting in terms 
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of what they have really taught us about 
optimal treatment. This was an unfor-
tunate consequence of STAR*D, where 
Phase II inpatients could themselves 
choose to switch to a new agent or aug-
ment with the addition of a second one 
(1,2). While Fleischhacker and Good-
win’s observations and suggestions are 
warranted, perhaps it might be wise to 
pause a moment and reflect on what 
we are trying to accomplish, where we 
have come from, and where should we 
be heading.

Clinical drug development in psychi-
atry has become largely focused on dem-
onstrating efficacy by achieving two or 
more positive, pivotal trials in which an 
investigational agent is shown to be sta-
tistically more effective than placebo in 
alleviating a specific disorder (e.g., major 
depression) or less commonly specific 
symptoms across several syndromes  
(e.g., agitation in dementia, depression, 
etc.). Companies generally conduct 4-8 
studies to yield at least two positive tri-
als. A filing with the regulatory agencies 
often includes one or more failed or 
negative trials but, with enough positive 
trials and a side effect profile that was 
not severe or dangerous, an agent would 
likely be approved. A typical develop-
ment program trial might include 1,000-
1,500 patients exposed to the agent. 
Phase III trials may include active com-
parators, but rarely in sufficiently large 
numbers to allow for enough power to 
demonstrate superiority of an investiga-
tional agent over an available therapy. 
They are used largely for so-called assay 
sensitivity to assess the reasons for a so-
called failed trial.

This type of efficacy approach has 
provided a pathway to approval but not 
for helping the clinician decide when to 
use a drug, particularly in relationship 
to older, available compounds that are 
frequently less expensive. Hence, this di-
vide between efficacy and effectiveness.

To remedy this problem, the field in 
recent years has embarked on a number 
of effectiveness trials that many hoped 
would answer key questions and justify 
their costs. Unfortunately, many have ar-
gued that the studies have taught us little 
we had not known already and that the 
cost has not been justified. These trials 

have not answered the key question for 
us: which medication strategy is best for 
a particular patient’s disorder.

Yet the studies may have been useful 
for other reasons. They have allowed 
us as a field for perhaps the first time 
to conduct relatively large-scale trials. 
These have been common in treatment 
of patients with cancer or cardiovascular 
disease but have been rare in psychiatry. 
Indeed, several of these studies did re-
cruit relatively large samples of subjects. 
Protocol development, study implemen-
tation, data collection and analysis were 
well coordinated and well implemented. 
And, while the lack of randomization 
and at times blinding has prevented 
many important questions to be an-
swered, the foundation has been laid 
to conduct large-scale, true comparison 
studies in the future. They have also 
demonstrated that DNA samples can be 
collected to assess for genetic predictors 
of response.

A few comments on where we should 
be heading. Future studies can build on 
these new infrastructures but still re-
quire that we build in key features. As 
Fleischhacker and Goodwin point out, 
randomization is key to make real com-
parisons. This needs to be routinely built 
into trials. Comparing two known active 
strategies should make it easier for both 
patients and investigators to feel com-
fortable building in this essential feature 
in the trial. 

Setting entry criteria to allow inclu-
sion of as many representative patients 
is also essential. Here we may need to do 
some research and have active discus-
sion regarding risks and ethics involved 
in re-exposure to a specific agent or class 
of agents. There has been a tendency to 
exclude subjects based on a past history 
of adverse event or lack of response to a 
specific agent or class. Not uncommonly 
we may exclude patients whose previous 
response – particularly if it were long ago 
– had been complicated by other factors 
(e.g., concomitant flu-like symptoms), 
or in whom adverse events were not 
particularly severe. All too often with 
studies in more chronic conditions we 
are confronted with the issue of previ-
ous treatment response. If we do include 
such patients, we may need to stratify in 

the randomization on the basis of posi-
tive or negative response.

With more experience, large scale stud-
ies need to be reassessed as to optimal de-
sign. Should we be nesting substudies that 
compare two agents A vs. B, C vs. D with-
in larger trials? Should we be employing 
adjustments of the randomization based 
on results to date (e.g., so-called play the 
winner strategies) (3)? These could all 
add power to the study design.

DNA samples for pharmacogenetics 
should be routinely collected in large 
scale studies or even in smaller stud-
ies within large scale drug development 
programs. Indeed, this is a plus of the 
recent studies, with several of them hav-
ing already reported interesting genetic 
prediction data (4-6). Unfortunately, 
some DNA samples were not collected 
at baseline, prior to drug initiation, such 
that important data on dropouts or drug 
intolerance may have been lost. Thus, 
genetic samples should truly be routine 
parts of the design – i.e., collected in all 
subjects at baseline (7). These types of 
data can then be combined with clini-
cal measures to develop moderators or 
predictors of response (8). As we collect 
more data, the field can develop criteria 
for assessing the utility of such predic-
tors for drug selection and for determin-
ing when to adopt them clinically. This 
will help move us beyond a conclusion 
that the newer agents are not more 
beneficial than are older ones to a rec-
ommendation that a particular patient 
would best be treated with one or an-
other drug. That is ultimately what we 
want out of these studies: greater benefi-
cial effects for the patient in our office or 
in our waiting room. We then will need 
to all be prepared for a more individual-
based practice. The recent effectiveness 
trials need to be seen as a step in the 
evolution of our clinical specialty, both 
in terms of research and treatment ap-
plications.
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